Remar ks/Argu ments 

Prior to the current amendments, claims 1-48 were pending in this appUcation. Claims 47 
and 48 have been withdrawn from consideration, and claims 1-46 have been rejected on various 
grounds. As a result of the present amendment, claims 2, 6, 21, 28, 43, and 47-48 have been 
canceled, and claims 1,3,7, 20, 22, 25, 39, 41, 42, and 46 have been amended. In addition, the 
specification has been amended to correct obvious grammatical errors in the paragraph starting at 
page 20, Hne 20, and to include the requested deposit information for anti-HER2 antibody 7C2. 
All amendments are of formal nature, and do not add new matter. Specific support for the 
amendment of claim 1 is, for example, at page 16, line 6 - page 18, line 27, and the examples. 

Election/Restrictions 

Applicant appreciates the rejoining of the claims of group I and group II (claims 1-46) for 
examination in the present application, and notes the finality of the restriction requirement with 
regard to group III (claims 47-48). In order to facilitate the examination of this application, non- 
elected claims 47-48 have been canceled. 

Deposit Requirement 

According to the Office Action, with respect to claims 35-45, "it is apparent that AMER5 
and 7C2 monoclonal antibodies are required to practice the claimed invention." Accordingly, 
Applicant was requested to show that these antibodies were knovm and readily available to the 
public or obtainable by a repeatable method set forth in the specification, or to provide deposit 
information, pursuant to 37 CFR 1.801 - 1.809. 

A hybridoma cell line producing the anti-HER2 monoclonal aritibody 7C2 was deposited 
with the ATCC on Oct. 17, 1996, and assigned the deposit number ATCC HB-12215. This 
information, along with the conditions of the deposit, which was made in accordance with the 
Budapest Treaty, are now recited in the specification. 

Anti-HERCEPTIN® antibodies, including AMER5, could be prepared by methods 
known in the art at the priority date of the present application, as described in the paragraph 
starting at page 20, line 20, without undue experimentation. Accordingly, deposit of AMER5 is 
not required for enablement purposes, especially since the claim specifically reciting AMER5 
(claim 43) has been canceled. 
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Claim Rejections - 35 USC § 112 

Claims 1-46 were rejected under 35 U.S.C. 1 12, second paragraph as allegedly being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

(1) With respect to claim 1, the Examiner notes that the steps recited in the claim 
result in the determination of the total amount of free analyte and analyte bound to an interfering 
substance and not of the free analyte. The Examiner's reading of the claim is correct. The 
objective of the analytical method described and claimed in the present appUcation is exactly to 
determine the total amount of an analyte, irrespective of whether it is present in a free form or 
bound to an interfering substance. As stated on page 2, lines 11-15: 

"One of the problems frequently encountered in the us of immunoassay in 
estimating the amount of an analyte present in a sample is the presence of 
interfering substances that bind to the analyte, which makes a fraction of the 
analyte unavailable for reaction with antibodies against the analyte. The 
consequence of this interference is underestimation of the amount of analyte." 

The present invention circumvents the problem of underestimating the amount of an 
analyte in the presence of an interfering substance, but providing a method, which accurately 
measures the total amount of the analyte, whether free or bound. Claim 1 has been amended to 
more clearly reflect this basic aspect of the invention. 

(2) With respect to claim 2, the Examiner found the phrase "with a detectable labeled 
second antibody recognizing said analyte" vague and confiising. Claim 2 has been canceled. 
Claim 1 has been amended to recite that the product of step (b) (captured free analyte and 
captured analyte bound to the interfering substance) is contacted with a detectably labeled 
secondary antibody recognizing the analyte, wherein such detectably labeled secondary antibody 
recognizes an epitope which is different from the epitope recognized by the first antibody and is 
also different from the epitope recognized by the interfering substance. As a result, the 
secondary antibody detects the total amount of the analyte, whether free or bound to the 
interfering substance. 

(3) With respect to claim 6, line 1 , and claim 25, the Exaniiner noted that it was not 
clear whether the "second antibody" recited in these claims was the labeled antibody. Claim 6 
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has been canceled. Claim 25 recites a "secondary" and not a "second" antibody, and the 
meaning of the "secondary" antibody is believed to be entirely clear, as a resuU of the ultimate 
dependence of claim 25 from claim 1 . 

(4) With respect to claim 6, line 3, the Examiner found the phrase "as well as" vague 
and indefinite, and noted that claim 28 "suffers the same problem." Since both claim 6 and 
claim 28 have been canceled, and none of the remaining claims recite the phrase "as well as," 
this issue is moot. 

(5) With respect to claim 20, the Examiner noted that it was not clear what this claim 
was depended from. Claim 20 has been amended to clearly recite that it depends from claim 1 . 

(6) In claim 21, line 3, the Examiner found the phrase "a detectable labeled second 
antibody" vague and conftising, noting that it was not clear "whether this detectable antibody is 
the same antibody specific for the interference bound to the analyte " Claim 21 has been 
canceled. It is noted, however, that claim 21 referred to a detectably labeled "secondary" 
antibody, not a "second antibody," and was, therefore, neither vague nor confusing. 

(7) The Examiner objected to claim 22 on various grounds. The cancellation of claim 
22 obviates all objections to the language of that claim. 

(8) Claim 28 has been held vague and indefinite it its recitation of the phrase "as well 
as." The cancellation of claim 28 moots this rejection. 

(9) With respect to claim 39, and 41-43, the Examiner objected to the use of 
trademarks, which "cannot be used properly to identify any particular material and product." 
Claim 43 has been canceled, and the other claims have been amended to recite the generic name 
of the claimed antibodies (trastuzumab), in addition to the corresponding trademark 
(HERCEPTIN®). Accordingly, the present rejection should be withdrawn. 

(1) With respect to claim 41, the Examiner noted that the phrase "said second 
antibody against ECD is a polyclonal or monoclonal antibody" rendered to claim indefinite. 
According to the rejection, it was not clear if the second antibody was specific to ECD alone, or 
ECD bound HER2 complex, such as HER2-ECD. Claim 42 has been designated as suffering the 
same problem. Both claims have been amended to recite that the second antibody is against 
HER2 ECD, which is believed to overcome this rejection. 
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Applicants submit that all rejections under this section have been properly addressed by 
the claim amendments and/or the foregoing explanations, therefore, the rejections should be 
withdrawn. 

Claim Rejections - 35 USC §102 

Claims 1, 4-6, 13-21, and 23-29 have been rejected under 35 U.S.C. 102(b) as allegedly 
being anticipated by Parsons et al. (US 5,518,887). Without acquiescing to the rejection, and 
merely to expedite prosecution, the subject matter of original claim 2 has been incorporated into 
claim 1. Since claim 2 has not been rejected over US 5,518,887, the rejection of all pending 
claims, all of which carry the recitations of original claim 2 due to their dependence on claim 1, 
should be withdrawn. 

Claim Rejections - 35 USC § 103 

Claims 1,4-21, 23, 34 and 46 have been rejected under 35 U.S.C. 102(a) as allegedly 
obvious over Parsons et al. (US 5,518,887) in view of Nishimura et al. (US 4,803,154). Without 
acquiescing to the rejection, and merely to expedite prosecution, the subject matter of original 
claim 2 has been incorporated into claim 1. Since claim 2 has not been rejected over the cited 
combination of references, the rejection of all remaining claims rejected under this section 
should be withdrawn, since they all carry the recitations of original claim 2 due to their 
dependence from claim 1 . 

In conclusion, all claims pending in this appUcation are believed to be in prima facie 
condition for allowance, and an early action to that effect is respectfully solicited. 
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Although no fees are believed to be due at this time, please charge any fees, including 
any fees for extension of time, or credit overpayment to Deposit Account No. 08-1641 (Attorney 
Docket No.: 39766-0066A). Please direct any calls in connection with this application to the 
undersigned at the number provided below. 



HELLER ERHMAN WHITE & McAULIFFE LLP 
Customer No. 25213 

275 Middlefield Road 
MenloPark,CA 94025 
Tel: (650) 324-7000 
Fax: (650)324-0638 



SV 2071761 vl 

10/29/04 3:10 PM (39766.0066) 



Respectfully Submitted, 



Date: November 1, 2004 




Ginger R. Dreger 
Reg. No. 33,055 
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